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at all dose levels with conventional antipsychotics, at medium
and high doses with, olanzapine, and at high doses with risperi-
done. CONCLUSIONS: In database studies, estimated risks 
of diabetes among antipsychotics are affected by study design.
When a more reliable design was used, risks associated with que-
tiapine and risperidone were lower than those of olanzapine and
conventional antipsychotics and not signiﬁcantly different from
those in untreated patients.
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OBJECTIVES: Phototherapy is widely used for the treatment of
seasonal affective disorder (SAD). Evidence for its efﬁcacy comes
primarily from crossover trials in which patients received pho-
totherapy or a placebo treatment, and then crossed over to
receive the opposite treatment. METHODS: Our meta-analysis
of controlled trials of phototherapy found statistically signiﬁcant
heterogeneity among study results (Q = 20.39, p = 0.08). Study
design (parallel or crossover) and blinding both inﬂuenced the
magnitude of the reported effect. Unblinded, crossover studies
had signiﬁcantly larger treatment effects than blinded parallel
studies (p = 0.01). Three crossover studies reported data sepa-
rately for treatments before and after patients crossed over. In
these studies, treatment effects prior to the crossover were similar
to treatment effects observed in parallel trials (p = 0.36).
However, treatment effects from the second, post-crossover
period are signiﬁcantly greater than in parallel trials (p = 0.001).
RESULTS: Further examination of these trials showed that not
only were differences between treated and placebo patients sig-
niﬁcantly greater after the crossover than before (p = 0.04), but
depression ratings after active treatment were signiﬁcantly lower
among patients receiving active treatment after crossover than
among those receiving active treatment before crossover (p =
0.02). These differences persist when one examines number of
responders to therapy rather than raw depression ratings (p =
0.03 or p = 0.002, depending on the deﬁnition of “responder”
used. Moreover, placebo responses are larger when patients
receive placebo treatment before crossover compared to after
crossover, although this difference is statistically signiﬁcant 
only for one deﬁnition of “responder” (p = 0.04). CONCLU-
SION: These ordering effects may be the result of loss of blind-
ing after crossover. These results suggest that proper patient
blinding is essential in the evaluation of interventions for affec-
tive or other psychological disorders. Crossover studies, which
because patients are exposed to both treatments cannot be
blinded, are inappropriate for investigating the efﬁcacy of such
treatments.
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OBJECTIVES: Depression is common, affecting approximately
9.5% of American adults each year. Depression tends to be
under-diagnosed and under-treated in the primary care setting.
Due to numerous obstacles, primary care physicians fail to diag-
nose depression in up to 50% of cases. The tendency to priori-
tize medical problems in the primary care setting may lead to
failure to detect depression in patients with unexplained somatic
symptoms. Assessment tools may help providers identify cases 
of depression within the constraints of a typical ofﬁce practice
and can provide signiﬁcant value for patients, providers, and
managed care organizations. METHODS: The study was
designed to assess the impact of electronic messaging on the 
identiﬁcation and treatment of depression in patients with low
back pain. Electronic-prescribers received a message after enter-
ing an ICD-9 code for low back pain. The message brieﬂy
describes the relationship between depression and pain, and
offers the option to view a depression screener and a summary
of treatment guidelines. Examining drugs prescribed for patients
with low back pain assessed the intervention. Physician
encounter data were assessed before and after messaging imple-
mentation. RESULTS: Physicians that received the electronic
messages were more likely to identify depression in patients with
low back pain. An increase in the proportion of patients with
low back pain prescribed antidepressants may indicate that the
electronic messages assisted physicians in the identiﬁcation and
treatment of depression in these patients. CONCLUSIONS: Elec-
tronic messaging at the point of care appears to be an effective
method to offer information to physicians at the time the infor-
mation is needed.
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OBJECTIVES: To validate models predicting the likelihood of
treatment response to olanzapine and risperidone among schiz-
ophrenics participating in clinical trials. METHODS: Data from
two randomized, double-blind clinical trials comparing olanza-
pine to risperidone were pooled for analysis. Separate models
were developed for subjects randomized to olanzapine or risperi-
done. Baseline independent variables present in both trials were
included as predictors of subsequent treatment response. Treat-
ment response was deﬁned as >20% reduction in scale total from
the Positive and Negative Syndrome Scale (PANSS) at 8 weeks.
Each treatment group was partitioned at random into 70% for
model development (training), and 30% for model validation.
Classiﬁcation trees were used to determine variables of impor-
tance in discriminating responders from non-responders among
patients that had been randomized to risperidone and olanzap-
ine, respectively. These variables were then used to build logis-
tic regression models predicting treatment response for each
therapy. The resulting logistic regression models were then vali-
dated on the 30% of cases set aside for this purpose. RESULTS:
Classiﬁcation trees identiﬁed different variables as important in
discriminating responders from non-responders for olanzapine
than for risperidone recipients. The resulting logistic model for
olanzapine response correctly classiﬁed 64.9% of cases’ response
status, for a Kappa of .29 (“fair” agreement in predicted v.
observed response, p < 0.05) in the training data, and.37 (p <
0.05) in the validation data. The risperidone model resulted in
69.2% classiﬁcation agreement, for a Kappa of 0.39 (“fair”
agreement, p < .05) in the training data and .28 (p < 0.05) in the
validation data. CONCLUSIONS: Our ﬁndings support the fea-
sibility of estimating the likelihood of response to antipsychotic
medications using models built from clinical trial data, and that
different baseline characteristics contribute to response to dif-
ferent agents. Further study is needed to determine the implica-
tions and value of such predictions, and to further assess
generalizability outside of trial settings.
